EUROPEAN PATENT OFFICE 



Patent Abstracts of Japan 



PUBLICATION NUMBER 
PUBLICATION DATE 

APPLICATION DATE : 
APPLICATION NUMBER : 

APPLICANT : NOKODAI TLO KK; 

INVENTOR : MARUI TOMOTAKA; 



2004035521 
05-02-04 

08-07-02 
2002198242 



INT.CL. 



TITLE 



C07K 1/02 

LIQUID-PHASE PEPTIDE 
SYNTHESIZER 




ABSTRACT : PROBLEM TO BE SOLVED: To provide an apparatus for the liquid-phase synthesis of a 
peptide to produce a large quantity of a long-chain peptide at a reduced cost. 

SOLUTION: Peptides are produced In large quantities at low costs by a liquid-phase 
peptide synthesizer to use a combination of a 1st solvent and a 2nd solvent reversibly 
changeable between a mutually dissolved state and a phase-separated state by 
temperature change and a liquid-phase carrier soluble in the 1st solvent, hardly soluble in 
the 2nd solvent and bonding with an amino acid-type substance and successively bond 
the amino acids to the liquid phase carrier through the peptide bond. The synthetic 
reaction in a mutually dissolved state and the removal of the synthetic product and the 
residue in the separated state are repeated in the above process. The apparatus is 
provided with an efficient removing means 7 to determine the removing amount by using a 
detection means 20 for the separated interface and, a reaction estimating means, or the 
like. 
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tiSer^. iBi«ic!S-^«^)fiB 1 2i3cafjic5S^r*ii<?)^ff«^*un. 

[ 0 0 5 9 ] 

75yific*«fet'^7'i^h"iig^r-tti (05^<?)i 1) . ^o)t&m. mmitmmf 

ffl^^llCRI. R2^*'^7'Th"t^«6U;fe.!»Hl b f-»-7'^ 1 . 
[ 0 0 6 0 ] 

±ie^7-fh->§.Ev^. si5-^«)S)a )S)S'i;»fffl^ait;sssc/^*Pu« i tf 50 
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^m.-mm,-^m -mnmm^^Htt J . [S] « ic s§ - $i ^ « ic > # ^> (9 - )§ « )S is t 

[ 0 0 6 1 ] 

)X 0 I S -? ift ^ 0 6 e [a] C - - )§ « $S )t + Q )il ft a # 1 V R 1 . R 2 S 'X 7' f h" *f 

iSS^U;fei|«jHi ^)f<^>7^y*Jffit^*SUTl)?FmoctPt^UT)S'li^b (l^6t<Z)i 
0) tZ. iBlflllC. N*Jlfet{SRaU;fe.R3^*;?$yKl i^»itM^d;)SS-c?)^«IC 
3§Sb. a5-5^^S^)SBl ZY\j-Z^m\.. Ctl>4!g-S«^5eA1 t>:!g-^«5i)SB 
1 2 ^ t ig ^ t I . 

[ 0 0 6 2 ] 10 

fflftlCRI- R2 - R3?*S'H7-fK»fiSiS^U;fe!|»Klcf»f-??=2.J-XT|51«j<i)}*rF 
-? 7- f K t fi r tt T U < . 
[ 0 0 6 3 ] 

u<?)j;?e-5tQ'X7-fK«setffLK ^xii^f^i [j n,^ . \7- f \' c%ism^mw^^n 
>4 5 c j» U' T ^ Si b , [51 L> < ;B 5 c B b T ^* si $ 1 15^ S u ;t 'Hit ^0 U t Z . C (?) 7 

^ b ;fe '^7' f K , ^ <i) * * fi! Wit * ^-fe^^^ b T e J; 11 b . iSg 6 iSP «■ t Bl 8! ^ tt ^ ^zl^ 
ai<i)^b^1»«l)bttB«»Ciltt-<;-UTfiS6t«)';a{b«R^bTtJ;li. IIS!^<i)'^;7-f 20 
K N^JSta. ^0**«Sb-7tJ;llbi:f5O<Z)«eStadbTtJ;ll. 
[ 0 0 6 4 ] 

^i'^<?)'^7'5^h"iSiS6-?(?)5^Si&i]^?=t)(y)T'i>«UCV-?if)I. bfet>f^T, ^'>ttiSfJC 

Jc^ItcijQ). Hfi^sX-Qd^Tici OOl$>;i)^;feX«<i)J^J&»tllt3a*'JcSAb55<>: 
[ 0 0 6 5 ] 

-?$=io >SBffl^yj^ij«?i^^(?)iiffit?)7!7--;u7y7-tJi^<?)?Sffi7-n 

■GZI^fltC^^ICqT^g-iJiil. 30 
[ 0 0 6 6 ] 

R1t>"?'J> (VolI) > R2t7'J5/> (G|y) . R3t7xZ;U7=7Z> (Pke 

(I2I2 0#^. )iR*1OO%>;5^Sl)0f3: - )Sf$fflft*;fe.tS)S^*a^$^7 
$/fif^!K5S>:c<)iiSdttH»f« !B^0$§«c±<5§^b=tti)^S?c?)-?l3:«u;t,d;)-?i?)? 

, immti^^ J (W)-? a?) z . ) 

[ 0 0 6 7 ] 

<)tffi'\7-^h"ft5)cllS> *SQ^StSiBfltZ. J-J/,±5SiBib;fe)Sffl'X7- 

-<9^«ic>3b . !b - b it^tt-?;^ 2 ^be!|»2A ^ ^« r *i > 40 

§ / MtS):i3'^7'T K"iiiS^r-tt3)Sffl'^7-T h-efijfus-?;?)!. 

[ 0 0 6 8 ] 

*^<?)SSffl'^7-^K6E)c'IIS0«--l5'Jt^7lC/Tv-r. *^0)t*i'^7-^h"^S)i:^Stt> )S 

!ft-QiS«ic)ss?b;fe, m-mi^mm^^mtj^m (ii7(Z)5) 
*;fett)«#aft^7$ y m% n Y CD n ^ ^ - (D m 1^ \-c m m b )L . m - mnmmY 

mmY ^-mnmmtp^-^mtKmY ^ 1 ^micvimt J 'M^mcD^mmm^n ami q e 50 
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) Y« mmm^mQm-mM^m/m-mMmmQHm-^^'mtj^mi^'si^m (1^7© 

I'J^M IcS^n) Tii^ffi}6^ ^ as - 5i«^)St fl^l^ t I ?® (@7<i)7) ^t*t^. 
[ 0 0 6 9 ] 

m - o> 7 ^ / «t9) i d t3^'\7' f -g-m . isa^Hu^asv 

C 0 0 7 0 ] 

^i^xwQ^mc-^ . m»m»Ym-o>misk-^^mt-i^n (07-?tt%iis) cd;oT. 10 

tt> mt^m^. m - (D m 1^ ^ XI ^' n mm \2 mm b -7 )R 'B m & -1- m m \u ~z t J: I) . UBno 
mm(i> ^m. mwm<$--^ ^ ^u. m - (i>mn-^ a . m - ^ m \z m w^elW^ m m b m - 
^mmmt A 1 ie«t i . 

[ 0 0 7 1 ] 

^T}m\c . ji^ffl3ic«isrtL;feAicBi Z}t)if«isra)iSdr:tiz. 

[ 0 0 7 2 ] 

1 6 H 3 IC - >a S SU ^3P ^ IS 6 *^• le « ^ ti T L I I o C ti Q ^ - -? 5« )§ iS )S 20 

:(?'Xicj;7;tiDm^E. )\^ f ^ m ^ 'Sm'P'i^i^K]' X ^ inmnrnt ii^\-::mmt 

J^l) . 5J3y^7CT. AOI*tt3S!BjJ5t^iEU;fe.SS-^«^}St>Tv-r. AOCttv A1 . 
AlOL, Al0Lf« A1 /), A1 i>f. Ale. A1 of tfi ^ Y L I ^ t il J . C*l>> 

[ 0 0 7 3 ] 

>4B1 2t«jSria»(IEIf) 50L. 5Jit?SIBra¥S(A;i.7'#) ^J;&f«ill7K>7-5fc 

fe7$yB^?t!i5-<9^«Biu)iifri±. mm>^b-zfi < >;ffi^u-?af>^. 

[ 0 0 7 4 ] 30 
[ 0 0 7 5 ] 

ji^*i3iCfl(ii5!i3-^jg)S)SBi i)i»mmr . ai (ao) V)i€rr^i. $gssy^¥ 
ffl?i«:«ictz. ^ <?) *u «P 5g s I* . 'M^m z icinsmmmt tDim-'mm^mco 

mmm^ .kz/Mmm-s- . m -mnmrnB i 2<:i)-«*sa3^j;6f)§)S5r^ics^'i)T)^d/)3, 

[ 0 0 7 6 ] 40 

tfe!g-!B-ci))i«$i)i|(5«iB«tH*e, i^^*kbd;)E11 8, 1211 9ci)ffl)S^b>gSci)T"- 

^ ~? J*) 3 « 

[ 0 0 7 7 ] 

t y ^7 > )S ^ ^1 0) )g g SU ^ IS ^^* > 51 ^ fg Q !g - « © « 3=j J; &f |g $g )S 5)? ^ -i: , >! 
^ U T 121 2 3 t ffl I) T -? 3i t ? . 

[ 0 0 7 8 ] 50 



BNSDOCID: <JP 200403552 1A_I_> 



(13) 



JP 2004 35521 A 2004. 2. 5 



[ 0 0 7 9 ] 

\3 ihUM I -I ^ ^ . js. m ^ m-d- R m m 1 ^ I -z t <k I) . ^<om^i^. mmit^m ^ ') 

[ 0 0 8 0 3 10 

« ^ )S <9 S t *J ^ t 3 . 
[ 0 0 8 1 ] 

fi 15 3g - 3S « )S M Ci) f y :^ « C » -^^ 1 1 T . )S -& ffl 3 J; « - ^ « S m t fif ¥ IS 7 r 

I , z: cD^imcomtt . m -mMmm»'^±\-oy^m t ti J: 9 c . m m f^i-z t n ^ m - m m 

[ 0 0 8 2] 20 

a itf itt t iB U > ^ H t *^^itl t Z t t t tLl*<i; U . ^iff. 2 0 c 2 

[ 0 0 8 3 ] 

m 9 tt. m'¥i2 3B-mMmm/m-mMmmo>nm-i^mt J nmn^^ni otsycp^j 

'i:L,*.*«lt5<?)!6--CT(^SJg*'J«P¥Sei3:^JII8U*.)-?i?>2. 09'1'<?)2Oeft, 3t ( 
[ 0 0 8 4 ] 

nmn^-^mmYtj)z.ihc. -15 (o^iiLic^m-^mmb im^t 1 ^^t tits: ±moi)^ 

mM^m-i'^s.m.(D ] 2 - ^<7)<tto)iJMWt!i5^<?)^«i;:^fiiUTi)^(i)-?B0 (ffjg% 
Kt^»t;tS-5S«^)g) ^IE«gU;fe. 
[ 0 0 8 5 ] 

Ell 0*^i^l2!1 4»f, ^7)fflim<?)«^<?)*S^t7^<Z)'X7-fh'^0iIfMQsttBHll7^f)^o C 

iJ*S>'$/itt«s^rttz*-f*»'EiiO(?)(oL) (t) (G)-?ih3.iiiio(c)-? 

l3;,$gS«'J«P¥®6ttffl^^bMSCft'J«PrtlTl)^(60L). 40 
[ 0 0 8 6 ] 

1211 itt)ii!i@-?i^'j, )US*y^?S6tffl«^gt)as^uT (6fc) . B - mmmmY m 
-^«)S)SViA-ffi^g|-rz)a)Sc;tspr*i 1 (e) ) . i^m^ix^-d^m -mmmmB 

Ot^P^tl (HI 1 (f) ) . on-?E11 2ICT. )S«:a»VR1^S7$/BS©iiS^ 
% S C R 2 $/KtiHid^-ttl(0120(?-) (k) (i)).ia5<9)Stt^b>R 

l&l 0l:3:*IB&rtlTl)I. 
[ 0 0 8 7 ] 

«-«ttz$asc)ii*P^*i (^1 3 (k) ) , it-skixni^m-mnmmB 0 -^m^ti im 

1 3 ( i ) ) . ^1)^01 4CT> )S^*fflft'i;Rl . R2^S>'$yBl<?)«6-&%)KCR3 50 
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^ ^ m-^t itJ dm ^ i\ o> (m) (n) (o) ) . E6©)S«^^bJai&1 Ott, 
[ 0 0 8 8 ] 

)§ M ^ ? >U )t C *y ffl r *i >E )I ^ If 3 - )I ^ W ffl tt 1g o 55 - )i « )t 

^ - ^ « )i )ii jy-- ffl ^ M «g V * I $a s lu s *y # t +1 Si fi 1 7 ^ « ^ at *i 1 7 © « - 
g|^i^^^55-)i«^alt»l^■r^¥^1 8v-&*-r?. 

[ 0 0 8 9 ] 

>iC!))ia^«ffHt^»U;fe. !g-^«?S)S (AO) tiftlStl^S. 3tJ;&f36-0^«IC. 
liii!i6Hfi5«!}S<^<?)7$/llt^ll?U;fe.. 3g-®«^)S(B1 Z) t^iefZ^St^Mi^r+l 

Till. 
[ 0 0 9 0 ] 

Ell % (})%'^-i'\S.. ^St«1 7-?!i5-^«^mt«^RitrtLfe!ft-^«^m (AO) II 

)I)S^«3lcMoT-W^rtl^. t ^t^^ . )S^^13C-«^raiS?-)§«)§)t*»f. 

1 7 -? « - ^ )S )S t r +1 IC g b ;t « - )S « )i ? . o * 'J , )g ^ fl 3 20 

IC?«-)§«)S)St««&-rZ^IS#-> ^Mlil 7c5?*ii56-)i^)S)StiE^tSC^^jgt3^ 

[ 0 0 9 1 ] 

H 1 5 0 m 5)? > J; Z 51 IC la 2 1 ic m t J; ? C . A 1 t )I 6 ffl C #t t I ? 19 ^^• le ffi 
rtlTUlo l212 1lC/Tvrj;"5-lCN*M<5^*SS-?iP)^FmOG#tFtSbT)S'Bt 

^b-ri*i<^ (js) 1 ots-rjg.j&ii-;g.j&iis-?if)?*ift)g'tt<b¥Si 0oLj^t4«iE« 

e ^b ¥ i§ 1 0 OL t b T , «^ Si m 1 7 >i )i ^ 3 t liiS ^s\" .^^^ -? rv ^ *i t u i . c <?> ^: 

[ 0 0 9 2] 30 
ttr^/C« 4)5 - -R). !8--l5!l<?)J;7C*J«)gtt^bJai&1 Ot. ii^«3W. *tett*«lffl1 

7W-?fi^^TeJ;l). ^1 51=ci)1 6a.tt> 1 6<Z)-B5-?« JJtS&IBr^B^IS (yWl^T^) 
*^tt#ig7l?>7-^y-?f)U, ^^tZ)1 8ra;« S5^)S«,^)lSo?«t¥iJS:bT^Mffl1 7*^ 
flf -r Z ¥ IS < 1 8 OL > 1 8 c<) - < 5i 8& IB ffl ¥ S ( A ;^ 7" # ) * ra; 3S > 

7- « y ■? ^ ^ . 

[ 0 0 9 3 ] 

Ell 5QJ;?C±^IUjie?S> T:5lC^gtlStie«t+L(*> 1 6lC<fc335-)§«J§)tVa5 

bT. ^at«r:«jg^*i. ^e-?ffl-a^tt^S>:«oT«'8t-r3. fiJ^iFSi 
8lCY95-^«?S?S<Z)«t¥y^b, ^cD^iJ^lcS^DT^-^^^yS (BO) \ %nt 1, 40 

[ 0 0 9 4 ] 

^^IcS-^-DTHI 8. 0 1 9<Z)J;T5iT'--5't#9gbT5*^^*Ll<i)*frft3i-7^^. 
[ 0 0 9 5 ] 

ltH$e> SB -^«S)S<9SmsJ:* . «fc SI - ^««)S<?)^)SS)?«- CS^ I) T 0 1 8. 
^1 9 0)J;7ST'-'?t#SlbT;*^mZ<?)»'»5i-?iP)?. 

[ 0 0 9 6 ] 50 
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8. 1211 9^(0T-^t^W.tZ. 
[0097] 

[ 0 0 9 8 ] 10 

(AO) ^ z/m - mnmm (b 1 z) <o^ti^'ti^mm^ j^zA^xi^'timm^i^Y 
. ffl$Stt^g<i)>s^«8<z)5asics^LiT, 5i^i(p.^stig^titi^¥isi 9t*u. 

[ 0 0 9 9 ] 

mmmcomm^i^ Y ft . m-<i>mn-t m^t j^mcc) if^vn^-^- . j:6fa5 - <?)^«c^ 20 
[01 00] 

7<i)'^7-^KiHieSlBB:. S fC mi^t ill mm(i>mi^ Y M . Si J^Z/ Summit itU 
^©«^ICttll«T'- ■5' t x-r^Hb U tJII^^S 1 9lCle«r-tl:T3lfflt*l 

tX I) . 
[0101] 

ji^iutt, Ell 7c/Tvtj:?c«-gtffl©jgM, 'R-^mt)^ ^ -s-ttmc^^mt J mmixmo) 30 

^gtrtt;fe*g|ll0a5-)i«)S)1l0«t1 8-?fy^-rze(i)-?;?)Io t-'7?,^fl^ilE<9^^I 
[0102] 

f'J^r ti.;fe«cS^l)T, feVXISrJIBfflga^S (/C-ZUT^) t;fett«jM7K>7-«y (1 
8ol) -?5^t«tl+;Byu^St*f'^«^«t«1 72:^ii!g-^«^)StflflS^t-^. ««-G>-!^--Sy 
<9 $1 ■ ftiJ ^ffli m q) El /TV 13: IBS U ;fe . 
[0103] 

01 7 U feSg - ll«^>S t IIJ^ r 2 ¥® 13: . t 5J t) >i ^« <9 3f 40 

2*^*15 - -1511 (07) , !i5-^^J (09) -J'tJiffit^Rr^g-?;^!. t^f^o^. ji^*§<4)!g- 

[01 04] 

Ell 613:. *Scr)5Sffl^7-Th"^^^lQ?SES^5'J-^i^oT, IfSta^^tU;felMlq]it<9 
^m.-d'h J . Ell 6CT1 6. 1 S b c<i)<i;?^ifl&^-?i^*i.t3r, ^l$lCi)By«<Z) 

Q±:^^^^^ftisr*L2i6-^«i!)S (B1 2) t it T;?$/Bitiia6ttt^i 

(3: J; U . 50 
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[01 05] 
C 0 1 0 6] 

HI 6 C T , N * Jiffi Q H S t S U T )S 44 t I J* <^ (IS) 1 0 t S t * )g ¥ 
Si OoL^'Eimr+lTl)?, C0*SS)g'tt^b^l9l 0 a,^ i\ b 1 s ^Slffll 7>;)I^li3 
t H /Tv ^ T u ^ ;u - F *>f > z^ Y ^ QM'&m ■ ^ at «l M 5^ ^ t) tt © )S ^ *i c |g 

[01 07] 

Ell 6 G>^mmfc-z . ^in^iioiM'^mciti^mt ill m-mMmmB ^ z o>mmtm±t 

1^"^ mm^m ■ id-^m . 9' ii ^ ^ y m m )R m ■ ^ urn . 7 x z ii. 7 ^ z > ^ ^ )S 

mwrn^Y u T t J; u . 

[0108] 20 
tiit)tr, mi 6ICT1 OoLt/VUT^gtffll 7 ViI^«3tSS^S< M-^yTvrtl^fiP^- 

[01 09] 

m ] 64-1 0OLCp*JIi)Stt^b^lSlC^M!tSj^^b<?)lSt^fC«?¥StitADffle«t+ll3:ra 

^ti5?-)^if$i)S (B 1 2) ©as t ;i Ilfi3i<4)«s)i::?tl5i«-?ip)2. 
[01 1 0 ] 

[01 1 1 ] 

<^mmmmc!>itfim>m z s ti . 01 8. 01 9^ci)ffl^^bas<9T'--5'ic*^i)T)S6 

^q?)I^ik^lUJ;oTffl/=i^biaSt*f$^btl7'--?t*fia2 3<Z)3 0lCT'-5''X-7>;bT 
le-Hr+l-ZUl. CO)3 0tt> B1 2, AlXCi)5K:g^ (^«A> ^«B«4>«S!i']S)C^« 1 2 

1 mm^^mit, ^mmt ^"Zt 1 . 40 
[01 1 2 ] 

[01 1 3 ] 

m-c &m^mt tii:s:mmit . m mm (d vi & n m m t)! m ^ . »?i-?a?)i. ufe^f^-z^ 3i5- 

•«iS-<?)^«<?)2p«ffiAtoLnk • B-to-nk^, m- ■ m-0>mMA ■ BtxieflllC-^ 
3iS-r:S¥l§>J> l^^QjfljlOSc:)*iJ#^S(m«ft'J«Plli5) 3 2tiE«U. 3l<?)*'J#*l^*>f 
3 2 IC ai :^ r tL ^ J; ? a^iSK "ii t ft tar J; I) . 50 
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[01 14] 

c <?) <Tt in it io > ^^mcom- mtf' ^ m^m^r ii t ^m»°} m-d- . t^io^. 
m c) ^ )sa ^ m t m m b s z: 0 \i Mimm^m-z^mi^-^ mb-t- iDm\z)R^m\'::&iB'^m 
[01 1 5 ] 

a sp t )i ai ^ tt z :5 ^ j-^ :9h . s^s ^ ^ z d t3i^um q ±15 1)^ ^ mmoJk^i^^-T-mmim 

?i- Si °& I) BL 1 15 ^ S' mm t J ^ W . ]R^mhJ l)l3;^g|^iQff3g<?)Sl5{£[;t^^)i]Sta3:3' 

[01 1 6 ] 

* > C C ^ eii U ^ J; ? C . 55 - 5S « $S )1l t U - S t Z » - )i « ^ iS C 5? f 

[01 1 73 

[01 1 8 ] 

[01 1 93 

ffl^^t C8C) "K-fiPKietZ. C tL 1^ Ulifefiy-?}* , * IS 5S IS 1 0 I* > ig6ffi-?^7 

[01 203 

« J^^5iJ 1 

jSftJH* CSC) (VolI) -7"'>i=y> (Gly) - 7:L-)V7^zy (Pke 
)-Fmoc C(SC)-VoLl-Gly-Pke-FmoG) ^ 0)^11^'^^ . 

^ - ^ - )l . C(3. 4. 5--trioc-ta(iecyloxyPKeny|)metk 
a.n-1-ol )tffiu?. 
[01 21] 

I ffi 1 ) 40 

Fmoc-V(xl (1 70m3-) t=yC7nn^^>3mLiC)§eb, ^^icy;/5'□^ + 
-7;i^:!?;u7ic=y^$h- (dcc) i 25m^t^iio-r?c ^)i)St^)acTi 5^^}K b 

>^f)\,yK)lU7^^ (DMF) 3mL C^Sfl. «cl)T)g*^fflff: CSC) t^»b;fe 
-7 7□^ + -!^->^)g(J^ltt:ffl#:5 0mt/3mL) 3MltDMF^)filC5i»-ri. 

ICDMAP4-=y^f;U75/C';>^'> (DMAP) 6. Bm^t^lCb. Rl»/=§)1lt5 
O'CIC^DSSb^ 3 0^>g.«t^T?. C<i)~^?=>'i7n\ + -if>l>iDMFSC^gibTU;fe 

[01 223 
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t J . ^mmtniP[. . 1/ a \ ^ it y s-^ S'&t J . z: <(> 9 a \ ^ if- y m tsim 
^m^m-^ K V y - H H z (cscd-volI-nhz) pmii^t ill . (iR*?5% 

) 

[01 23] 
I@ 2 ) 

Fmoo-Gly57m^> HOBt55m? - V ^ V 7' D )llJ }l y 4 ^ \= (DIP 
CD)25m'ttDMF 2mLIC)Si?U>150^^^)a-? t 1 , z: Q li &. 

it[,^Ftr\Oc-7'Jyy-0H/DMrmmYLimi)J. t ^t)'^ . comm l m l 
t5t:iC/^*P<^. I«1 ) C8C] - VolI - H H Z / V Q \ ^ 1t y mm (2m 10 

o°c-?3 o^B^g-r^. 

[01 24] 

J^S)St^S*-?)t*Ptl>:, S&f2lc:8'*ttl0-?, ±1 Cv'PO\^-^y 
1) t^i5ifit)<?)*]3!:!» CSC] - VolI - GI y-Fmoc) t^Sifi;. FmooSf* 
|B|^)SlCV'X^;U7$>t5^iD-riC>:iCJ;'>l> flftStU CSC3 - VolI - GI y-NH 
2 (iR*?7%) 
[01 25] 
IS 3 ) 

one, FmoG-Pke57m9- - HOBt5 5m?, =y^y7-nc;i^*;i.7lc;/'/f5h" 20 
(DIPCD)25m3-tDMF 2rT»Llc5S«U.150^^^$a-? ri.C<?>^ 
)tt)S'lt^bbfeFmoG-7xZ->U77Z-0H/DMF^)fi>:UTfflU?. t ^t)-^ . 
(i>mmz tn I ^5'CC)$ffifl^lS2) CSC] - Vo,! - GI y-NH2/V 

9 D \ ^ ^ y (2mL) t%mt J . Rii^^mtsibx:-^ ^ b ox:t-d'-m^»^i i^'^ 

[01 26] 

1) ^^^sfflQSPX;^ CSC] - Vol! - GI y-Pke-Fmoc) t^-atti. J-;^± 

»f^5)?^4l;fe.(iR*99%) 80 
[01 273 
ma 51 IS 

CSC] c D \ =^ -f y m^m» (3, 4. 5-h';;J7'?T'i/yi.^ + v7iz;i.) 
^y-^-2t-)l'^(.i. 4. 5-trioctoLcLecyloxyPkeny|)me 
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1. 70(6H>m). 1. 50-1. 41 (6H.m). 1. 38-1. 20(84H 
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Hz), 7. 31 (2H,t, J = 7. 3Hz), 6. 53 (2H, S), 5. 31 (1 
H.oL. J = 9. 2HZ), 5. 11 (1H,oL. J = 12. IHz), 5. 05(1H 
,ci, J = 12. 1), 4. 38 (2H, m), 4. 29 (1H, t, J = 7. 3Hz) 
, 3. 94(6H,m), 2. 19 (1H,m)x 1. 78(4H.m), 1. 73(2 50 



BNSDOCID: <JP 2004035S21A_L> 



(19) 



JP 2004 35521 A 2004. 2. 5 



H , ID ) , 1 


4 


5 


( 


8 


H , m 


) 




1 




8 


5 


- 1 


2 3 ( 8 4 H 


- 


t ) , 0 


. 9 


6 


( 


3 


H , , J = 


7 . 


0 H Z ) , 0 




8 


8 


( 


1 


2 


H , 


m ) , ; 1 3 C 




N M R (CDC 


1 


3 


) 


, 6 17 2. 


0 , 


1 


5 


6 


. 2 , 


1 


5 


3 




2 




1 4 


3 . 8 , 14 1 




3,138 


. 4 




1 


3 


0 . 2 - 12 


8 , 


3 




1 


2 7 . 


7 


^ 


1 


2 


7 




1 - 


12 5. 1 , 1 


2 


0.0,1 


0 7 




1 




7 3. 4 . 6 


9 . 


2 




6 


7 . 4 




6 


7 




1 




5 9 


. 0,47. 2 




3 2. 0 , 


3 1 




4 




3 0. 3 , 2 


9 . 


8 




2 


9 . 7 




2 


9 




5 




2 9 


. 4,26. 1 




2 2. 7 , 


1 4 


1 


• 


T 


0 F - M 8 ( P 0 


8 ) 


M F , C 


8 


1 


H 


1 


3 


5 


N 0 


7 L M H- N ex. J 


^xznti> sfSM 1 


2 


5 


7 > M 1 


2 5 


7 




































[01 29] 








































CSC) - Vol 1 




N H 


2 






























1 H - N M R 


( 4 


0 


0 




6 : 


r> 
D 




c: 

0 


ft 
4 


( 2 


T T 

H . 


S ; > 0 . 0 7 


( 


1 H , gL , 


I — 
J — 


1 
1 


2 




1 H Z ) , 5 


0 3 


( 


1 


H 


, ot. 


T 
J 




1 


n 
(L 




1 


H 


—t\ 0 O 

Z >> ^ 0 . 7 0 


( 4 H , t , 


T — 
J — 


D 




r\ 
D 


H Z. ) , 3 


. 9 


4 


( 


2 


H , t 




J 




fa 




6 


H 




( 


2 H , cL , 


T — 
J — 


0 




1 


H Z ) , 2 


. 0 


7 




2 


. 0 1 


c 


1 


H 




m ) 


, 1 


8 1-1. 7 


7 


( 4 H , m 


) , 


1 




7 


6 - 1 . 7 1 


( 2 


H 




m ) , 1 


• 








1 




4 8 


( 6 H X m ) . 


1 


. 8 7-1 


9 


Q 
O 


( 


8 


4 H , b 


, 0 




9 


6 


( 3 H 




cL 




J 




7 


. 0 


Hz.). 














0 . 8 9-0 


. 8 


6 


( 


1 


2 H , 


m 


) 






1 


3 


C - 


N M R (1 5 0 




M H Z ) 6 


1 


1 


5 




4 . 15 3. 


2 , 


1 


3 


8 


. 3 , 


1 


3 


0 




7 




1 0 


7 . 1 , 7 3. 


4 


,69.2 


, D 


o 
D 




8 


, 5 9. 9 . 


3 2 




2 




8 2 . 


0 




8 


0 




9 


, 2 


9 . 8 , 2 9. 


7 


,29.6 


0 


O 
7 




4 


, 2 6. 1 . 


2 2 




7 




1 9 . 


3 




1 


7 




1 


, 1 


4 . 1 : T 0 F 




M 8 ( P O 


<? ") 
o / 




6 


6 


HI 2 5 N 0 


5 cm + nol) + \cnt 1B^mm^ 


0 3 4. H^-ffl 1 


0 3 4 










[01 30] 








































CSC) - Vol 1 




G 


1 


y - F m o 


f 
























1 H - N M R 


( 4 0 


0 




MHZ) 


6 




7 




7 


7 ( 


2 H , <L. J = 


7 


.8 HZ 


1 


n 




5 


9 ( 2 H , cL 


, J 




7 




3 H Z ) 




n 

t 




4 


0 


( 2 


H , t , J = 7 




3Hz), 


/ . 


o 


1 




2 H , ci t , 


J = 


7 




3 H Z ) 




6 




0 


2 


( 2 H 


, S ) , 6 . 3 


8 


( 1 H , ci 


T 

, J 




8 




4 HZ). 


5 . 


4 


4 




5 . 3 


7 


( 


1 


H 




i, 


^ ) 


,5.10(1 


H 


, cL , J = 


1 9 




1 




Hz), 5 . 


0 2 


( 1 


H 


, <L. 


J 




1 


2 




1 


H 


Z) . 4. 6 2 


( 2 H , oLci 


, J 




o 

8 




4,4. 8 


H Z ) 




4 


. 4 2 


( 2 


H 




cL 




J = 


7.0 HZ) 




4 . 2 4 ( 


1 H 




t 




J = 7 . 0 


H Z ) 




3 


. 9 6 




3 




9 


2 


( 8 H 


, m ) , 2 . 2 


1 


- 2 . 16 


( 1 


H 




m 


) , 1 . 8 1 


- 1 




7 


6 


( 4 H 




m 


) 




1 




7 5 


- 1 . 7 0 ( 2 H 


, m ) , 1 


. 4 


8 




1 


. 4 3 ( 6 H 


, m ) 




1 


. 3 7 




1 




2 


1 


( 8 4 


H , f) r ) , 0 




9 1 ( 3 H 


, <L 




J 




7 . 0 H Z ) 


, 0 




8 


8 


( 9 H 




-t 




J 




7 


. 0 


Hz), 0 . 


8 


6 ( 3 H , 


dL , 


J 




7 


. 0 Hz) 




1 


3 


C 


- N M R 


( 


1 


5 


0 




M H 


Z ) 6 : 17 1 




5,168 


. 7 




1 


5 


6 . 5 , 15 


3 . 


1 




1 


4 3 . 


6 




1 


4 


1 




2 - 


13 8. 3 , 1 


3 


0.0,1 


2 7 




7 




12 7. 0 . 


1 2 


5 




0 


, 1 2 


0 




0 




1 


0 


7 . 


0 , 7 3. 4 , 


6 


9 . 2,6 


7 . 


5 




0 


7 . 1 , 4 7 


. 1 




3 


2 


. 0 , 


3 


1 




4 




3 


0 . 


4 , 2 9. 8 , 


2 


9.7,2 


9 . 


5 




2 


9 . 4 , 2 6 


. 1 




2 


2 


. 8 , 


1 


9 




0 




1 


7 . 


7 , 14. 2 , 




M A L D I 


T 0 F 




MS ( P O S ) C 


8 


3 


H 


1 3 8 N 


2 


0 


8 


CM + N 


OL ) + lU Sit t I It S 1i 1 3 1 


4 , 




m 


11 


13 14 








































[01 31] 








































CSC) - V OL 1 




G 


1 


y - N H 


2 


























1 H - N M R 


( 6 


0 


0 




MHZ) 


6 




7 




7 


4 ( 


1 H , , J = 


9 


.2 HZ 


) , 


6 




0 


3 ( 2 H . S ) , 


5 




1 


1 ( 1 


H 




oL 




J 




1 2 


. 1 HZ), 


5 


.02(1 


H , 


dL 




T 

J 


= 12. 1 


H Z ) 




4 


. 6 1 


( 1 


H 




otct 


, J 


= 9 . 2 , 5 . 


1 


HZ), 


8 . 


9 


5 


C 


4 H , t , J 


= 6 




6 




H Z ) 




3 




9 


4 


( 


2 H 


, i: , J = 6 . 


6 


Hz), 


3 . 


3 


9 


c 


2 H , S ) , 


2 . 


2 


4 




2 . 1 


8 


( 


1 


H 




m ) . 


1 . 8 1-1. 


7 


6 ( 4 H , 


m ) 




1 




7 5-1. 7 


1 ( 2 H 




m) , 


1 




4 


9 




1 


. 4 


4 ( 6 H , m ) 




1 . 3 7- 


1 . 


2 


0 


( 


8 4 H , i) r ) . 


0 




9 


3 ( 3 H 




oL 




J 




7 . 


0 H Z ) , 0 




9 0-0. 


8 6 


( 


1 


2 


H , rm ) , ; 


1 3 


C 




N M R ( 


1 


5 


0 




MHZ) 


6 17 2. 6 




17 1.8 


, 1 


5 


3 





BNSDOCID: <JP 2004035521 A„L> 



(20) 



JP 2004 35521 A 2004. 2. 5 



1 < 1 


3 


0 . 3 > 


1 2 


5 


. 5 . 


1 


0 


6 . 


4 4 . 


g 


. 3 2. 


0 . 


3 


1 . 3 




3 


0 . 


2 9 . 


4 


. 2 6. 




2 


2 . 8 




1 


9 . 


M 8 ( 


P 


O S ) C 


6 8 


H 


1 2 8 N 


I 


0 6 


1 0 9 


1 
















[ 0 1 


3 


2 ] 














C S C 3 


- V cx 1 


- G 


1 


y - P 


k 




- F 


1 H - 


N M R ( 6 


0 0 




M H E ) 


6 


; 7 


3-7 




4 9(2 


H . 


m ) . 7 




3 


9 ( 


0-7 




2 7(4 


H . 


rm ) . 7 




2 


5 - 


H > b 


r ) , 6 . 


7 6 


— 


6 . 6 


9 


( 


1 H 


6 . 5 


0 


( 2 H , 


S ) 




5 . 4 


0 




5 . 


1 2 . 


1 


H E ) 






9 9 ( 


1 


H 


. cL 


< J = 


8 


.8,4 


8 




H E ) 




4 


4 


« J = 


7 


. 0 H 


E ) 




4 . 1 


0 




4 . 


. 6 


HE). 3 


8 


3 


- 3 . 


7 


6 


( 2 


. 1 0 




3 . 0 2 


( 1 


H 


. m ) 




z 


. 2 


( 6 H 




m ) > 1 


. 4 


8 


- 1 . 


4 


1 


( 6 


) . 0 




9 1-0 


8 


5 


( 1 5 


H 




m ) 


5 . 1 


7 


1 . 3 . 


1 6 


8 


. 3 . 


1 


5 


6 . 


8 . 2 




13 6. 




1 


3 0 . 


1 




1 2 


1 2 7 




0.12 


5 . 


0 


. 1 2 


4 






6 7 . 


5 


.67. 


1 . 


5 


7 . 3 




4 


7 . 


2 9 . 


7 


.29. 


5 . 


2 


9 . 4 




2 


6 . 


M A L 


D 


I T 0 F 


-MS 


( P o 


S ) 


C 9 


m 1 4 


6 


1 . mm 


m 1 


4 


6 1 








[ 0 1 


8 


3 ] 














C 8 C 3 


- V OL I 


- G 


1 


X - P 


k 


e 


- N 


1 H - 


N M R ( 4 


0 0 




M H E ) 


6 


: 7 


3 0 ( 


2 


H . m ) 


. 7 




2 7- 


7 




2 1 


H E ) 


.6.5 


2 ( 2 H . S ) 




5 . 


H > d. 




J = 1 2 


. 1 


HE). 


4 




5 8 


. 0 5 


( 


1 H . cL 


. J 




5 . 9 




H E . 


H Z 




m OL J o 


r ) 




3 . 9 


8 




3 . 


0 . 0 




HE). 


3 . 


8 


2 ( 1 


H 






H % cL 


. J = 1 


3 . 


6 


. 1 0 




0 


H 


2 - 1 




6 9(6 


H . 


m ) . 1 




5 


0 - 


4 H . 


b 


r ) . 0 


. 9 


2 


( 3 H 




d. 


. J 


, m) 




1 3 C - 


NM R 


( 1 5 


0 




M H 


1 5 3 




1.15 


1 . 


4 


, 1 3 


7 




7 . 


5 < 1 


0 


7 . 0 , 


7 3 




5 . 6 


9 




2 . 


. 9 > 


3 


2 . 0 . 


3 1 




8 . 3 


0 




4 . 


. 2 . 


2 


2 . 8 . 


1 9 




1 . 1 


7 




7 . 


C 7 7 


H 


1 3 7 N 


3 0 


7 


CM + N 


(K 


3 + 


[ 0 1 


3 


4 ] 














nmm z 
















C 8 C D 


- A iJ > 


- 7 


X 








y - 


) (om^-etm 














F nn o 


c 


- P k e 


6 


3 


m f . 


H 0 


B t 


I P C D ) 2 5m 


»tDMF2mLC^ 



BNSDOCID: <JP 2004035S21A_ L> 



9. 73. 4. 69. 2. 67. 2. 56. 6. 
4. 30. 3. 29. 8. 29. 7. 29. 5. 

1. 17. 8. 14. 2;MALDI TOF- 

cm + nol) +ic*ifr3a+^^ii 0 9 1. 



hn o G 

. 75(2H.cL. J = 7.7 HE). 7. 5 
2H.oLoL. J = 7. 3. 22 He). 7. 3 
7.2l(1H.m).7.20-7.l5(2 10 
. t)"). 6. 60-6. 55 (1H. fcr). 
34(lH.fcr).5. 07(lH.ci. J = 
, J=12. 1 HE).4. 56(1H.(id 
6-4. 30(2H.m).4. 17(lH.-t 
03(1H.m).3. 92(6H.-t.J = 6 
H.m).8. 18-3. 11(1H.nn).3 
0-2. 13(1H.m).1. 79-1. 69 
H.m).1. 85-1. 23 (84H.ii"m 
: 1 8C-NMR (1 50MHE) 6 ^ 1 71. 
0.153.1.143.6.141.2.13 20 
9. 1. 128. 8. 127. 7. 127. 1. 
120. 0. 107. 0. 78. 4. 69. 2. 
2. 82. 0. 81. 8. 80. 4. 29. 8. 
2. 22. 8. 19. 0. 17. 8. 14. 2; 
2H147N309 CM+NolJ ^ \znt I^'A- 



H 2 

. 99-7. 93(1H.m).7. 35-7. 
(3H.m).6.66(1H,(i.J = 8. 8 80 
11 (IH.oL. J=12. 1). 5. 02(1 
(1H.oLci.J = 8.8.4. 8 He).4 
minor). 4. 0l(1H.ci.J = 5. 9 
9l(7H.m).3. 66(lH.ci. J = 1 
. J = 13.6.8.9 HE). 2. 67(1 
E).2. 24-2. l5(lH.m).1. 8 
1. 39 (6H. m). 1. 37-1. 21 (8 
= 6.8 HE). 0.90-0. 85 (12H 
E)6:175. 2. 171. 5. 168. 9. 
129.2.128.8.126.9.125. 40 
67. 5. 57. 2. 56. 5. 43. 4. 40 
29. 8. 29. 7. 29. 5. 29. 4. 26 
14. 2;MALDI T0F-M8(PoS) 
OiT-mtHflil 28 9. Il««1 23 9 



-FmoG ( CSC)— VcjlI— Pke — FmoG 

t 6 3m?-. =y y 7- □ c ;u ;& TFT =y' § h" ( d 
^sii..i5o^^^j.a-? r?.u(9)S)St)S 50 



JP 2004 35521 A 2004. 2. 5 



'l4^tU;tFmoo-Pke/DMF®)iS>;bTfflL)Zo t ^ t) V . cc9 3S)il2mLt5t: 

ic/piP^« nmm ^ Q ^ ) csc] - vcx,i - NHZ/i/9D\^D-ymm ( 

2nnL) Rmmoi 5 "c » K 5 0 X: t -g- - m tf^ ^ -7 m n c ± n Tit . t k 

[01 35] 

S) ^kiigffilt^iBJi'il* C8C] - Voul-Pke-Fmoc) ■^■a-UtJ. SiKlomfft 

tl 1 . 

C 0 1 3 6 ] 10 
3 

CSC] -A'>i>-7-D'J>-Fnnoc ( C8C3— VolI— Pi-o — Fmoc) <?)5Sffl 

Fmoc-P^o53m9', HOBt 57m3'« y ^ y 7' U X: )V % )\y ^ "i^ (Dl 

PCD) 25m^tDMF2rinLlU^iPU. 1 50:8^^^^-? tl. UQ^JStiStt 
^bbfeFrY^OC-P^O-OH/DMF^)^lV0T«U3. t^St*-?-. e<()^)fi2 ml 

t5t;c)$SPlt. m^-l5"Jl<Z)1 ) CSC3 - VolI - NH2/5/7D\ + 1f>5t)S 

(2m I ) \^1S^t 1 . >SiSiV)Sl*5t:*^'4 5 0'C*-^-#^*^itTa^tMC±^r-tt« 7 
^ C 5 0 "C-? 3 0 *J5l S t 1 . 

[0137] 20 

1) CSC] - VolI - Pro-Fmoc) t^gtfl. i-J<,±0J*<Tt 

[01 38] 

H Jig<5'J 4 

)?H*ffll^-Ay>-77Z>-FmoG ( CSC] - VoLl-AioL-FmoG)©)^^ 

Fmoc-AloL BOmf, HOB-t5 3m9-, -V^y7-De^U:0;i.7fi:5/''f§h" (DI 
PCD)25m»tDMFZmLlC$§SU«l50*S^)^-? tZ.CC5)§)fit)g'tt 30 
<bU;feFmoc-Al0L-0H/DMF^)S^UTfflU3. CQ5§)t2mLt 

(2 m I ) tJiintl. jaJi&)Stt5t:ti^ii 5 ot:*-?-i*ia»itTS^tMc±^r-tt 
> r^C5 0°C-?30«'«kSt?. 

[01 39] 

1) % ^ ^1^0)^^<)Sa CSC] - VoLl-AIOL-Fmoc) t^-Siri. W>±Q»<^t 
41 3 . 

[0140] 40 
[ f£ 58 <9 $J) « ] 

fe'X7-f h-*lffiiz:?ifbT, % n n ^ % 1s^\^ -z t 1% m <^ 7 ^ / K^^ci)lf3;JifJS 
|B| It ic )S i§ <i) ^ d/) ;g. s t < « HfflesK IS ifc^ic 5 >^ 5M) 5Sit 

it . 
[0141] 

■&J5:jt=t'<i>'^7-Th"0)S'^^brft;fe*KR-?<i)*>SJ&v»f?=t)d;)T<i>«l)O) 50 



BNSDOCID: <JP 200403SS21 A_L> 



(22) JP 2004 35521 A 2004. 2. 5 

-? « * ii& /S H © l§ «S 6 IC J; ^ fff M 7- f K' >i< :?h c7) ^ M % 'X 7- f h" <9 % i t>f « I) . j; 

rtlTl):5^7-Th"<?)j!S^!8( (^*I5() 5 0S)SJ-J«.±<?)^7-yK«Z)^ffl«)S^»Sc'*lfqr^V 
[0142] 

7 K fO t Bffl'^7-Th"^R)t'-?l*Sit-?<^-:>;fe.B«)<?)>&i&»fJ14Tfxy9t. ^«t^ 

0 Ei Q ffi ^ * sfe Bi ] 

lill]Hffl^7-^t-"^)5!?«i>7n-5iiaH0(^01) 10 

m E!ffl^7-fh"-&55JCi)7D-a5iB§^ (^©2) 

(0 

114] ICR 1 ?<*7$/lSt!itS^tI/SJ&7n-l21 

R 2 3f*S7$ / i^t«^^tZ;^ii&7D-ia 

mii^m(Dmm'^7'f\^'^^mw.o)m-m 20 

128] m<$^^S^-t2>-!;^-'\yF 

09] ^mo>mii§'\7'^ \= 'B^ns.tom-m (^ssftuap?S6tt#ii»u;fe) 

01 0] *SIISCJ;I'^7'yK6s)fI@<?)^aBS (^<?)1 ) 

lai 1] *«MllCJ:I'X7-fh"es3cIfio)giiBflEi (^£52) 

^1 2] *S^lCJ;^'X7-fh"65rifSQ8)iBfligi (^ci)3) 

lai 3] *S^SlC<J;I'^7-fh"^^5cXfS0BJiBH0 (^<i)4) 

01 4] *5glliiCJ;^'^7-^h"6RSi;i@<9^BH0 (^©5) 

01 6] *S<^))Sffl'^7-fh"^^^SC!)3i5Eg^5iJ:)iM^bllffi (1 6. 1 Stt^BSU^o) 

0 1 7] ^5rl■7O)'X7•Th"iss6/SjS^9Hu^^©*^*^^'^^lfP^^•t^s^t■^/SBlci)§^^.BH0 so 

01 8] Si5-<?)^«V » ffl?S^b^S <?)$^b<9iii BH0 ( ^ <?) 1 ) 

01 9] m-(DmMYm-(i>mM(Dm^Ymmit'.M.m(o^^tQWimm c^q z) 

02 0] :*^^Q)Sffl'^7-T h"-&^'^lt^l);fe)S*l'X7-f h"^SKc?)5|j|^5iJ<()iiBfl!gi 

0 2 1 ] ^mcom^\7- f ■^^'^w.o ^^mnSi^mm 

02 2] :*;^<?))Sffi'^7-^KftfiS?llii<i)BS2:^J ^JSc^b^a (1 6. 1 8rac*Kb;fe) 

0 2 3 ] mm^i&mci>vsm<o^m^ 

OL R 1 ^ST' $ / K<?)lia6i|»S 

OLf ia,c7)Rl?*S7^yiSQN*]lffilC<t^*FmoG}t]f«S-&U*.ajH 40 
t )lH*fflft>;R1> R25*S7^/B$Q«fi^%K 

tf 1 i<9R2J*S7§/BSti)N*Ji»C<*^SFmooffiiiS-&U;feit!5K 

c mftffitt^vRi. R2. R z ^ / tettDm'&^is. 
of 1 c <?) R 3 nm7^ ytt<?)N*i«c#a*Fmoo«>'iai-&ufe%H 

5 SB - B 1 2 t iS^« 8 ICiftlS t ? 

5i) 5ci)-ap-?,JiKfliE3¥S(>U1.7"#)3VJ;C/f^S7l(>7-^i>r 50 



BNSDOCID: <JP 2004035521A_I_> 



(23) 



JP 2004 35521 A 2004. 2. 5 



6 3 QyE^mvim^m 

6 (X m- ■ ^ -mMmm^mmixmY ^ J '.M^m iz: mm ( ad ) ^ ^ ^ >^ s sy ¥ s 

7 OL 7 0 - S5 , ^ -mnmm^ mut J ( le 1= ) > m bs n m ¥ is ( a ^i- r # ) . 

8 )Sfflffl«:CR1^*7'$yi$<<)N*Ji6CiSRaSFmocti!g^UfeR1^S75/K 

t :i 10 

9 fflfflffl^t: (U=/'>^fy<?)mili) 

1 0 N*lffi(i)-l*^S-?^^Fmoc#tP**UT;3'l±^btIi^rp 
1 1 li^itr ilk, N^t&Wi^C ^ 2t^7-ff-'iiS^>g.Ji&rii3»<^ 

1 6a 1 6Ci)-a3-?< )lSSIBr.r1¥IS (a;17"#) *;fett#ill*>7-^ty 

1 7 55 - • m - mmmm-^ m-s-MVi^Y t J i^m^ 

1 8 m -miSimmco m-t^i^b 1 id- tt Hi ^ 1 -a^ ^ m^.tj 

180L i8<z)-fiP-?.atSiiS¥S(A;i/7"«)**.ia«3M7i?>7-tty 20 

1 9 5i-&fflQ.SE^tit^-ri¥?s 

2 0 ^-mi^mm/m-miS:mm<onm-i^mtinm^m¥m 

2OOL ■&5EtS3WlU»A^*lI^«i»'tt-t!>-y--<?)7'D-7"(l?gM^) 

20 t 2Ocx.<^)■t2>f■-^yh•0^J-?, z 0 o^G>9cmfcs.WLrii)tmnn«tm'S.mm 

20g 2ooLCi)wa3Siftiei^ 

20e *(J5(*tx*;u=^-)fSi^ 
20f ^(3XtitX4:;i/=t'-)S^8S 
30 « >; !8-^«^5fi it* t J*^ ¥S 

3 1 m-mi^mmYm-j^i^^mcomY itmo)Pimw^ 

3 2 ^i5-Q)S«.^?)Zl)f3:a5-Q)S«t^i^^)07SAD■rI«C4>$|JSP¥S(a«SUap^l) 30 

3 3 B 1 2<z)«i^«©sy^¥S (5jitssy=fflp^s) 

34 A1 X(9<ftl&«Q)*'JfiP?S (5i«*'japl^ii) 

35 B1 2. AlX<i)B)?«^(M«Av JS^B*?*^?^?:^^. 1 2. lX<i)7'$/»^»K 

©:«') -nfg 

AO ^li U - ^«^)g 

A 1 m^mwt m - (omm\z:mm [. k^ - ^Mmm 

5S ^ )S )S 

AlOLf loLiu«^*tiiS^U;fe?»S (lOLf) t!6-<?)^«lCl!iP0;feS»-^«^)S 40 

Ai b m»mw>iR ^ . R zn^7 ^ / letY co^-^^n ci t) t3s-<i)^«ic/'§ifb 

-H - )i ^ )ll 

Ai tf 1 (1 if) m - (oMMcmm b -mumm 

A1 c )S«:aff>:R1 . R2, R & 7 ^ J ^.^ o> m ^ ^ ^ (1 c) t3g-0®«IC 

AI of 1 ciC^^siSt«g^U;fe»H (1 of) tS5-c7))S«ic.^SU;tS5-$i«)S)S 
AI X m»1t&W)C {i^7 ^ / m^'^%)i 0)j&^^% (1 X) tSS-c9^«IU^iSUfe3g 

- « )i )S 

AI xf 1 xic<sRS3itisai6Ufe!|»s (1 xf) t3g-<?)^«n:^gpu;fejg-^«JS)S 
AtoLnk!S-Q^«<?)2p«ffl 50 



BNSDOCID: <JP 2004035521 A_L> 



(24) 



JP 2004 35521 A 2004. 2. 5 



B ^ - Q ^ 

BO ff^mn-^mmi. )Lm-mmmm 




BNSDOCID: <JP ^ . 4035521 A_„!, > 



(25) 



JP 2004 35521 A 2004.2-5 



[ @ 3 ] [ @ 4 ] 





BNSDOCID: <JP 2004035521 A_L> 



JP 2004 35521 A 2004. 2. 5 





BNSDCX3ID: <JP 2004035521 A_ l_> 



(27) 



JP 2004 35521 A 2004. 2. 5 




BNSDOCID: <JP 2004035521A_I_> 



(28) 



JP 2004 35521 A 2004.2.5 




[^17] 




[ m 1 

( °c ) 

60 - 
50 ■ 
40 
30 



8 3 



20 



CH/NA 1:1 
\ t jr CH/NA 5:1 




CH/NA ^ > CH/NA 
1:5 ^ 2:5 



10/0 8/2 6/4 4/6 2/8 0/10 

NM/NE (v/v) 



SB— <7>JSifil CH: Cyclohoxane 
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